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DETAILED ACTION 

Specification 

1 . The specification is objected to as failing to provide proper antecedent basis for 
the claimed subject matter. See 37 CFR 1.75(d)(1) and MPEP § 608.01 (o). Correction 
of the following is required: The structure of the instant claim 18 is omitted from the 
specification whereas the chain of the compound of the instant claim 18 is different than 
the compound of formula II (spec, p12). 

Claim Objections 

2. Claim 17 is objected to under 37 CFR 1 .75(c), as being of improper dependent 
form for failing to further limit the subject matter of a previous claim. Applicant is 
required to cancel the claim(s), or amend the claim(s) to place the claim(s) in proper 
dependent form, or rewrite the claim(s) in independent form. Instant claim 16 recites a 
fumagillin analogue comprising a biotin moiety where as the dependent claim 17 recites 
a structure that does not provide a biotin moiety. 

3. Claim 19 is objected to because of the following informalities: The indication of 
the steps of claim 19 are (a) and (2) and should either be altered to read (a) and (b) or 
(1) and (2). Appropriate correction is required. 

4. Claims 17 and 18 are objected to because of the following informalities: The 
instant claims 17 and 18 fail to end in a period as is required. Appropriate correction is 
required. 
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Claim Rejections - 35 USC §112 

1 . The following is a quotation of the second paragraph of 35 U.S.C. 1 1 2: 

The specification shall conclude with one or more claims particularly pointing out and distinctly 
claiming the subject matter which the applicant regards as his invention. 

2. Claims 1-3,9,10,19,20 and 22 are rejected under 35 U.S.C. 112, second 
paragraph, as being indefinite for failing to particularly point out and distinctly claim the 
subject matter which applicant regards as the invention. It is unclear as to which test 
compound or biological target to use for the method of measuring the ability of a test 
compound to inactivate a biological target in the instant claims 1-3,9,10,19,20 and 22. 
The administration of different compound will vary with regards to dose or the biological 
target of interest. 

3. Claims 15-18 recite the limitation " the quantifiable irreversible MetAP-2 inhibitor". 
There is insufficient antecedent basis for this limitation in the claim. The instant claim 1 
to which they depend does not mention a quantifiable irreversible MetAP-2 inhibitor. 

Claim Rejections - 35 USC § 102 

4. The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that 
form the basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless - 

(b) the invention was patented or described in a printed publication in this or a foreign country or in public 
use or on sale in this country, more than one year prior to the date of application for patent in the United 
States. 

5. Claims 19-25 are rejected under 35 U.S.C. 102(b) as being anticipated by Turk 
(Chem. Biol. 1999, 6, 823-833). 
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6. Turk et al. (Chem. Biol. 1999, 6, 823-833) teaches of the treatment of bovine 
aortic endothelial cells with fumagillin analog, TNP-470 that are then lysed for 
determination of unbound MetAP2. These lysates were treated with biotin-fumagillin, 
labeling MetAP2 protein that remained unbound following TNP-470 treatment. Bound 
biotin was detected by probing the membrane with streptravidin-horseradish 
peroxidase, and the signal was competed by cell treatment with increasing 
concentrations of TNP-470 (p824, results). The inhibition of MetAP2 was examined in 
several human cell lines, such as HeLa, Jurkat T lymphocytes and HT1081C (p825, 
paragraph 1). 

Claim Rejections - 35 USC § 103 

7. The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

8. Claims 1-17 and 19-25 are rejected under 35 U.S.C. 103(a) as being 
unpatentable over Turk et al. (Chem. Biol. 1999,. 6, 823-833) and Amitai et al. 
(WO02/065977). 

9. Turk et al. (Chem. Biol. 1999, 6, 823-833) teaches of the treatment of bovine 
aortic endothelial cells with fumagillin analog, TNP-470 that are then lysed for 
determination of unbound MetAP2. These lysates were treated with biotin-fumagillin, 
labeling MetAP2 protein that remained unbound following TNP-470 treatment. Bound 
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biotin was detected by probing the membrane with streptravidin-horseradish 
peroxidase, and the signal was competed by cell treatment with increasing 
concentrations of TNP-470 (p824, results). The inhibition of MetAP2 was examined in 
several human cell lines, such as HeLa, Jurkat T lymphocytes and HT1081C (p825, 
paragraph 1). Turk et al. (Chem. Biol. 1999, 6, 823-833) does not teach of the 
administration of the fumagillin analog to a subject or removing a biological sample from 
the subject. 

10. Amitai et al. (WO02/065977) discloses the treatment of recombinant human 
acetylcholineesterase, fetal bovine serum-AchE or purified human plasma 
butyrylcholinesterase with test compounds and their activity measured. The in vivo 
inhibition of whole blood Che in mice was measured by injecting the tested compounds 
to the animals then sampling the blood via eye orbit vein (p76). 

11. At the time of the invention it would have been obvious to one ordinarily skilled in 
the art to use the method of measuring the inhibition of MetAP2, such as disclosed by 
Turk et al. (Chem. Biol. 1999, 6, 823-833) by administering the fumagillin analog to mice 
then collecting the whole blood, as disclosed by Amitai et al. (WO02/065977) since mice 
have a genetic similarity to humans and are frequently utilized for in vivo testing and in 
vivo testing is the next logical application after studying the properties of a compound in 
vitro. 
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12. Claims 1-17 and 19-25 are rejected under 35 U.S.C. 103(a) as being 
unpatentable over Griffiths et al. (Proc. Natl. Acad. Sci. 1998, 95, 15183-15188) and 
Morain et al. (Br. J. Clin. Pharmacol. 2000, 50, 350-359). 

13. Griffiths et al. (Proc. Natl. Acad. Sci. 1998, 95, 15183-15188) discloses the 
incubation of recombinant human MetAP2 with ovalicin followed by incubation with 
fluorescein-fumagillin analog. The samples were dialyzed, alkylated, digested and 
subjected to HPLC separation. The absorbance of each eluate was monitored and the 
fractions corresponding to peaks for the binding of the fluorescein-fumagillin analog to 
the MetAP2 were collected (p15184, identification of the covalently modified MetAP2 
residue by using fluorescein-fumagillin). It is disclosed that fumagillin and ovalicin 
covalently bind and inhibit MetPA2 (abstract). Griffiths et al. (Proc. Natl. Acad. Sci. 
1998, 95, 15183-15188) does not disclose the administration of ovalicin, a fumagillin 
analog to a subject or removal of a biological sample from a subject. 

14. Morain et al. (Br. J. Clin. Pharmacol. 2000, 50, 350-359) discloses the 
assessment of pharmacodynamics for an inhibitor of prolyl endopeptidase (S 17092) 
(p350, method). The inhibitor was administered to patients and several parameters 
were measured, including the activity of prolyl endopeptidase in plasma. The collection 
of venous blood was measured for S 17092 concentrations and assessment of plasma 
PEP activity (p351 , protocol; p352, sample collection). Controls were used and it was 
concluded that (S 17092) had a potent, dose-dependent inhibitory effect (p350, 
conclusion). 
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1 5. At the time of the invention it would have been obvious to one ordinarily skilled in 
the art to utilize the method to identify the binding/inhibition of MetAP2 to/by a 
quantifiable irreversible inhibitor, such as fluorescein-fumagillin, Griffiths et al. (Proc. 
Natl. Acad. Sci. 1998, 95, 15183-15188) where as Morain et al. (Br. J. Clin. Pharmacol. 
2000, 50, 350-359) discloses the administration of an inhibitor to patients and collecting 
blood to measure the inhibition. It is quite obvious to further test a compound's 
properties in vivo after assessing their properties, such as binding or inhibition in vitro. 

Conclusion 

No claims are allowed at this time. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Melissa Perreira whose telephone number is 571-272- 
1354. The examiner can normally be reached on 9am-5pm M-F. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Mike Hartley can be reached on 571-272-0616. The fax phone number for 
the organization where this application or proceeding is assigned is 571-273-8300. 
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Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 

MP 

September 12, 2006 




